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(]) GENERAL INFORMATION: 

(i) APPLICANT: APATHOON, P. 

OAPTEF, P.J. 
MEP CHANT , A.M. 
PRESTA, L.G. 

(ii) TITLE OF INVENTION: METHOD FOR MAKING MULTISPECI FIC ANTIBODIES 

HAVING HETEROMULT IMERIC AND COMMON 
COMPONENTS 



(iii) NUMBER OF SEQUENCES: 26 

(iv) CORPESPONDENCE ADDPESS : 

(A) ADDRESSEE: Genentech, Inc. 

(P.) STREET: 1 DNA Way 

(C) CITY: South San Francisco 

(D) STATE: California 

(E) COUNTRY: USA 

(F) ZIP: 94 OS i.) 

(v) COMPUTER READABLE, FORM: 

(A) MEDIUM TYPE : 3.5 inch, 1.44 Mb floppy disk 

(P) COMPUTER: IBM PC compatible 

(C) OPE FAT INC SYSTEM: PC- DOS /MS-DOS 

(P) SOFTWARE : Wi nPatin (Genentech) 

(vi) CURRENT APPLICATION DATA: 

(A) APPLICATION NUMBER : 

(B) FILING DATE : 07-Mar-2 0 00 
('.') CLASS I F J CATION: 

(vi i ) Pi.::: or application data: 

(A) APPLIOATR >N NUMBER: ■ Av'lF'U, 4 1 e 
HLjNA DATE: j.i'-APR- \ ^ ( A: 

(vjiij ATTORNEY /AGENT I NF< >RMATPj:: : 
(A) NAME: Con Ley, Deirdiv L . 
(ii) IEi.AlSTRAT.ION NUMBER : 3b, 487 
(■ :) REFERENCE/DOCKET NUMBER: PI 099R2C1 

( i x ) TELECOMMUN: CAT 1 ON i N FORMAT! i >N : 
< :, \ TFL FPU' 'NF : * 'v/; ! :'" • : ' < w e 




(xi) SEQUENCE DESOP I PT K >N : SEQ ID N0:1: 



CTCTTCCCGA GATGGGGGCA GGGTGCACAC CTGTGG 3 6 

(;;:) infopmatk.-n for SEQ ID NO: 2: 

(i) SEQUENCE CHARACTERISTICS: 
(A) LENGTH: 21 base pairs 
(E) TYPE: Nucleic Acid 

(C) STPANDEDNESS : Sinqle 

( D) TOPOLOGY : Linear 

(xi) SEQUENCE DESCPIPTION: SEQ ID NO: 2: 



CTCTTCCCGA CATGGGGGCA G 21 
(2) INFORMATION FOP. SEQ ID NO : 3 : 

( i ) SEQUENCE CHAPACTEP I STICS : 

(A) LENGTH: 21 bas- pairs 

(B) TYPE: Nucleic Acid 

(C) STPANDEDNESS : Single 

( D) TOPOLOGY : Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 3: 



GGTCATCTCA CACCGGGATG G 21 

(2) INFORMATION FOR SEQ 1 \) NO: 4: 

( i ) SEQUENCE CHARACTER! STICS : 
: A : LENGTH : 2 4 l>.i:- • p i i i 
OO TYPE: Nucleic Acid 
( 0 SYRAN 1 FERNESS : Si no ] e 
( D 1 T : )ROLOGY : Line : r 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 4: 



CTTGGT CAT A CATTCA' XGG ATGG 2 4 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO : 5 : 



CTCTTCCCGA GATGGGGGAC AG( iTGTACAC 30 

(2) INFORMATION POP SEQ IP NO : 6 : 

(i) SEQUENCE CHARACTERISTICS: 
(A) LENGTH: 3 3 base pairs 
(E) TYPE: Nucleic Acid 

(C) STPANPEDNESS : Single 

(D) T< >POLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 6: 



GCCGTCGGAA CACAGCACGG G 21 

(2) INFORMATION POP SEQ ID NO: 7: 

(i ) SEQUENCE CHARACTERISTICS: 
(A) LENGTH: 39 base pairs 
(P) TYPE: Nucleic Acid 
(C) ST PAN REDNESS : Single 
(P) T< >ROLOGY : Li near 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 7: 



CTGGGAGTCT AGAACGGGAG GCGTGGTACA GTAGTTGTT 

(2) INFORMATION FOR SEQ ID NO: 8: 

(i ) SEQUENCE CHARACTER! ST R3S: 
(A) LENGTH: v- Ra< ■ : c : 
(10 TYRE: Nk .O eic Ac i :i 
( c ) y, j'RANPEPNERR : : i ?u I 
( P ) T-- UROLOGY : Pi nc-.i 

(xi) S E QUENCH INSCRIPTION: SEQ ID NO : 8 : 



GTOGGAGTCT AGAACGGGAG GACAGGT CTT GTA 3 3 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO : 9 : 



GTCGGAGTCT AGACAGGGAG G i J 

(2) INFORMATION FoP SEC 1 IP NO: 10: 

(i) SEQUENCE CHARACTERISTICS: 
(A) LENGTH: PI base pairs 
(E) TYPE : Nucleic Acid 
(C) S'l'PANDEDNES S : Single 
(E») TOPOLOGY: Li near 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO:l0: 



GCCGTCGGAG CTCAGCACGG G PI 
(2) INFORMATION FOR SEQ ID NO : 1 ] : 

(i) SEQUENCE CHARACTER T ST 3 CS : 

(A) LENGTH: P4 base pairs 

(B) TYPE: Nuclei c Acid 

(C) STRANDEE'NESS : Single 
(P) TOPOLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEC! ID NO: 11: 



GGGAGGCGTG GTGCTGTAGT TGFT 2A 

(2) INFORMATION FOR SEQ ID NO: IP: 

(i ) SEQUENCE CHARACTERISTICS: 
(A) LEU THI : O: ; ■ pa i i . 
I B) TYPE : Nu \1 ( o c A< ■ i d 
(Cj Si'PANDEDNES.S : .0 na.B- 
ID) TOPOLOGY: Li nco 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 12: 



gttcaggtgc tgggotcggt ggg< ttgt< ;t gagttttg 




(xi) sequence description: seq id no: 13: 

aaogcgtacg otctgaaaat ggcggacc' 'g aaccgt tttc gtggtaaaga 50 

tctggctgoa cactacggcc agccgcggga acctcaggtg tataccctgc 100 

caccgtctcg agaagaaatg actaaaaacc aggtctctct gtggtgcctg 150 

gtcaaaggtt tctatccgag cgatatcgoc gtggaatggg aaagcaacgg 200 

TCAACCGGAA AACAACTACA AAACCACTCC ACCGGTGCTG GATTCTGATG 2 50 

GCTCCTTCTT TCTGTATTCG AAGCTGACOG TTGACAAAAG CCGTTGGCAG 300 

CAAGGCAACG TTTTCAGCTG TTCTGTTATG CACGAGGCCT TGCACAACCA 350 

CTACACCCAG AAAAGCCTGT CCCTGTCTCC CGGGAAATAA GCTGAGGCTC 4 00 

CTCTAGAGGT TGAGGTGATT TTATGAAAAA GAATATCGCA TTTCTTCTTG 4 50 

CATCTATGTT CGTTTTTTCT ATTGCTACAA ACGCGTACGC TGGGCAGCCC 500 

CGAGAACOAC AGGTGTACAC CCTGCCCCOA TCCCGGGAAG AGATGACCAA 5 50 

GAACCAGGTA AGCTTGTACT GCCTGGTCAA AGGCTTCTAT CCCAGCGACA 600 

tcgccgtg:;a gtgggagagc aatgggcagc cggagaacaa CTACAAGACC 650 

ACGCCTCCCG TGCTGGACTC CGACGGCTCC TTCTTCCTCT ACAGCTTTCT 7 00 

CACCGTCGAC AAGAGCAGGT GGCAGCAGGG GAACGTCTTC TCATGCTCCG 7 50 

TGATGCATGA GOIT^TGCAO AATCACTACA CGCAGAAGAG CCTCTCCCTG 80 J 

tctcvggoya aatag ;gg(.v c • . • ! 

C!) INFORMATION KOR SEO ID N 0 : 1 0 : 

( i ) SEQUENCE CHARACTER I STI CS : 
(A) LENGTH : 50 amino aciOs 
00 TYPE : Amino Acid 
( D ) TOPOLOGY: Linear 




Lys Leu Thr Val Leu 

SO 

( 2 ) I N FORMAT 1 ON FOP SEQ J □ NO : 1 5 : 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 50 amine acids 

(B) TYPE: Amino Acid 
(D) TOPOLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 15: 

Ser Asn Arg Phe Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu 
1 5 10 15 

Thr He Ser Gly Leu Gin Ala Glu Asp Glu Ala Asp Tyr Tyr Cys 

20 25 30 

Ser Ser Tyr Thr Thr Arg Ser Thr Arg Val Phe Gly Gly Gly Thr 

35 4 0 4 5 



Lys Leu Thr Val Leu 

50 

(2) INFORMATION FOR SEQ IF NO: 16: 

(i ) SEQUENCE CHARACTER] ST ICS : 

(A) LENGTH: 50 amino acids 

(B) TYPE: Amino Acid 
(D) TOPOLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 16: 

Set Asn Arc Phe S<<i (iJ v S.--r Lys Ser GJ y Asn Tin: Ala Ser Leu 

1 f, " JO l'> 

Thr i R- i ; ! y i .» -u ( ; 1 i i AR: GJ \: Asp CJ u ARt Asp T\o R\y ( '\':; 



Ser So j Tyr Thr Thr Arq Ser Thr Arg Val Phe Gly Gly Gly Thr 

35 4 0 4 5 



Rys ]/mi Tin Val Leu 

5n 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO:17: 

Scr Asn Arg Phe Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu 
1 5 10 15 

Thr He Ser Gly Lou Gin Ala Glu Asp Glu Ala Asp Tyr Tyr Cys 

CO 25 30 

Ser Ser Tyr Thr Thr Arg Ser Thr Arg Val Phe Gly Gly Gly Thr 

35 4 0 4 5 

Lys Leu Thr Val Leu 

50 

(2) INFORMATION FOR SEQ ID NO: 18: 

(i) SEQUENCE CHARACTERI ST ICS : 

(A) LENGTH: 50 amino acids 

(B) TYPE: Amino Acid 
(D) TOPOLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 18: 

Ser Asn Arg Phe 3 or Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu 
1 5 10 15 

Thr He Ser Gly Lou Gin Ala Glu Asp Glu Ala Asp Tyr Tyr Cys 

c0 25 30 

Ser Ser Tyr Thr Thr Arg Ser Thr Arg Val Phe Gly Gly Gly Thr 

3 5 4 0 4 5 

Lys Leu Thr VaJ Lou 

1 ) ( .) 

(.0 INFORMATION FOR SFO I D NO: 1 ^ : 

( i ) SEQUENCE CHARACTER] ST] CS : 

(A) LENGTH : 50 amino acids 

(B) TYPE: Amino Acid 
( I) ) TOPOLOGY : Id near 



(xi) SEQUENCE PESOR] PT 1 ON : SEO ]P NO : 1 c O 




Lys Leu Thr Val Leu 

50 

(2) INFORMATION FOP SEQ ID NO: 20: 

(i) SEQUENCE CH7\PACTEPISTICS : 
(A) LENGTH: 50 amino acids 
(E) TYPE: Amino Acid 
(D) TOPOLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 20: 

Ser Asn Arq Phe Ser Gly Ser Lys Xaa Gly Asn Thr Ala Ser Leu 
1 5 10 lb 

Thr He Ser Gly Leu Gin Ala Glu Asp Glu Ala Asp Tyr Tyr Cys 

20 25 30 

Ser Ser Tyr Thr Thr Arg Ser Thr Arg Val Phe Gly Gly Gly Thr 

}: : . 4 0 4 5 

Lys Leu Thr Val Leu 

5 0 

(2) INFOPJyiATION FOR SEQ ID NO:21: 

(i) SEQUENCE CHARACTERISTICS : 
(A) LENGTH: 50 amino acids 
(&) TYPE: Amino Acid 
(D) TOPOLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO:21: 

Ser Asn Arq Pho So: Gly Ser Lys Ser GJy Asn Thr Ala Ser Lou 



TM 1 J o ; s y Oly I-u (41 i j Ala Glu Asp G.1 u Ala Asp 'j y ! Cyi i 



Ser Ser Tyr Thr Thr Arq Ser Thr Arq Val Phe Gly Gly Gly Thr 

3 5 4 0 4 [ : 



Lys Lou Thr Val L<mi 

50 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 22: 

Ser Asn Arg Phe Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu 
1 S 10 15 

Thr lie Ser Gly Leu Gin Ala Glu Asp Glu Ala Asp Tyr Tyr Cys 

20 2b 30 

Ser Ser Tyr Thr Thr Arg Ser Thr Arg Val Phe Gly Gly Gly Thr 

3 b 4 0 4 5 

Lys Leu Thr Val Leu 

50 

(2) INFORMATION FOR SEQ ID NO: 23: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH : 62 amino acids 

(B) TYPE: Amino Acid 
(D) TOPOLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 23: 

Ala Asp Ser Val Lys Gly Arg Phe Thr II- Ser Arg Asp Asn Ser 
1 5 1" 15 

Lys Asn Thr Leu Tyi Leu Gin Mel. Asn Arg Leu Arg Ala Glu Asp 

;o 2b 30 

Thr Ala Val Tyr Tyr Cys Ala Arg Asp Asn Gly Trp Glu Leu Thr 

3 5 4 0 4 5 

Asp Trp Tyr Phe Asp Leu Trp Gly Arg Gly Thr Met Val Thr Val 

r ,n bb 60 



R<o 



(2) INFORMATION FOR REO ID NO : 2A : 

(i ) SEQUENCE CHARACTER! STI CS : 
(A) LENGTH: (22 ammo aci-rh 
(10 TYPE : Aminn A<od 
( D ) TOR' )L( >GY : R i n* i i 



Thr Ala Yal Tyr Tyr Cys Ala Arg Val Asp Leu Glu Asp Tyr Gly 

35 4 0 4 5 

Ser Gly Ala Sor Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val 

50 5 5 60 

Ser Ser 
62 

(2) INFORMATION FOF'. SEQ ID NO: 25: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 107 amino acids 

(B) TYPE: Amino Acid 
(D) TOPOLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 25: 

Asp lie Gin Met Thi Gin Ser Pro Ser Thr Leu Ser Ala Ser He 

1 5 10 15 

Gly Asp Arg Val Thr He Thr Cys Arg Ala Ser Glu Gly He Tyr 

2 0 2 5 3 0 

His Trp Leu Ala Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys 

-:5 4 m 4 5 

Leu Leu He Tyr Lys Ala Ser Ser Leu Ala Ser Gly Ala Pro Ser 

5 0 55 60 

Arg Phe Ser Gly Sei Gly Ser Gly Thr Asp Phe Thr Leu Thr He 

o5 7 0 7 5 



Imm Set 



Lou Gin Pro Asp Asp Phe Ala Thr Tyr Tyi Cys Gin Gin 



■ i A ■ ■ t i Tv] I':-- I.-u Thi PL- Gly Gly GJ y Thi Lys L<-u G.i u 
M5 J 00 105 



lie Lys 

107 



(2) INFORMATION FOR SKo IP NO:26: 



Lys Asp Leu 
Tyr Thr Leu 
Ser Leu Trp 
Val Glu Trp 
Thr Pro Pro 
Lys Leu Thr 
Ser Cys Ser 
Lys Ser Leu 
Ala Phe Leu 
Ala Tyr Ala 
Pro Ser Arg 
Lou Val Lys 
r- i A .sn Gly 
Leu Asp Ser 
Asr Lys i 




Ala Ala His 

20 

Pro Pro Ser 



Cys Leu Val 
50 

Glu Ser Asn 
(..", 5 

Val Leu Asp 

SO 

Val Asp Lys 
95 

Val Met His 
110 

Ser Leu Ser 
125 

Leu Ala Ser 
1 4 0 

Gly Gin Pro 
1V> 

Glu Gl.u Met 
1 / 1 ) 

Gly Pin 1 Tyr 

1 ■ ; ' ■ 

(till 10 -> Glu 

2 U ■) 

Asp Gly Ser 
2 1 5 



Tyr Gly Gin 
Arg Glu Glu 
Lys Gly Phe 
Gly Gin Pro 
Ser Asp Gly 
Ser Arg Trp 
Glu Ala Leu 
Pro Gly Lys 
Met Phe Val 
Arg Glu Pro 
Thr Lys Asn 
Pro Ser Asp 
Asn Asn Tyi 
Phe Phe Leu 
Gin Gly Asn 



Pro Arg Glu 



Met Thr Lys 
4 0 

Tyr Pro Ser 
55 

Glu Asn Asn 
7 0 

Ser Phe Phe 
85 

Gin Gin Gly 

100 

His Asn His 
115 

Xaa Met Lys 
13iJ 

Phe Ser lie 
14 5 

Gin Val Tyr 
160 

Gin Val Ser 

lib 

Ho Ala Val 

1 ( -j o 

Lys Thr Thr 

2 0 5 

Tyr Ser Phe 

22 0 

Val Phe Ser 




Pro Gin Val 

30 

Asn Gin Val 
4 5 

Asp lie Ala 

00 

Tyr Lys Thr 
7 5 

Leu Tyr Ser 
M0 

Asn Val Phe 
10 5 

Tyr Thr Gin 

12: 0 

Lys Asn He 
13 5 

Ala Thr Asn 
150 

Thr Leu Pro 
1*>5 

Leu Tyr Cys 
1*0 

Gl u Trp Gl u 

1 * li 

Pi o Pi o V, ( ] 
:■: j J 

Leu Thr Val 

/. /. ...» 



• 



(2) INFORMATION FOR SEQ IP NO: 27: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 717 base pairs 

(B) TYPE: Nucleic Acid 

(C) STPANDEDNESS : Single 

(D) TOPOLOGY: Linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 27: 



CAGGTGCACiC TGGTGOAGTC TGGGGGAGGC TTGGTCCGGC CCGGGGGGTC PO 

CCTGAGTCTC TCCTGTGCAG TCTCTGGAAT CACCCTCAGG ACCTACGGCA J 00 

TGCACTGGGT CCGCCAGGCT CCAGGCAAGG GGCTGGAGTG GGTGGCAGGT 150 

ATATCCTTTG ACGGAAGAAG TGAATACTAT GCAGACTCCG TGCAGGGCCG 200 

ATTCACCATC TCCAGAGACA GTTCCAAGAA CACCCTGTAT CTGCAAATGA PP0 

ACAGOCTGAG AGCCGAGGAC ACGGCTGTGT ATTACTGTGC GAGAGGAGCA POO 

CATTATGGTT TOGATATCTG GGGCCAAGGG ACAATGGTCA CCGTCTCGAG P50 

TGGTGGAGGC GGTACAGGCG GAGGTGGCAG CGGCGGTGGC GGATCGGACA -10 0 

T CO AG AT G AC OOAGTOTCCT TCCACCCTGT CTG CATC TAT TGGAGACAGA -IPO 

GTCACCATCA cctgccgggc CAGCGAGGGT ATTTATCACT GGTTGGCCTG [ .00 

GTATCAGCAG AAGCCAGGGA AAGCCCCTAA ACTOCTGATC TATAAGGCCT PP0 

'^TAGTTTAGC OAGTG ^GG'f'C O PA'FCAAGGT TCAGCGGCAG TGGATCT GGG >>00 

P "Af 1 -\TT I'- 'A ' PO'( \: v 7.T OAGCAGCOTG CAGCCTGAT'. ^ AT ITTGOAAC *P.Pj 

T rATTACT 1 ;c: 1 'AAGAATATA GTAAT lAPCC GOTCA2TTTC G PJGGA PC PA 7l)0 
OCAAGCTGGA GATCAAA 717 
(P) INFORMATION FOR SEQ ID NO : 2 8 : 
( i ) SEQUENCE CHARACTERISTICS: 



CCTGAGACTC TCCTGTGCAG GGTCTGGATT CACCTTCAGT AG T TAT G AAA 100 

TGAACTGGGT CCGCCAGGCT CCAGGGAAGG GGCTGGAGTG GGTCTCAGGT 150 

ATTAGTGGTA GTGGTGGTAG CACATACTAC GCAGACTCCG TGAAGGGCCG 200 

GTTCACCATC TCCAGAGACA ATTGCAAGAA CACGCTGTAT CTGCAAATGA 2 50 

ACAGACTGAG AGCTGAGGAC ACGGCTGTGT ATTACTGTGC GAGAGATAAT 300 

GGGTGGGAAC TAAGGGAGTG GTACTTCGAT CTCTGGGGCC GGGGGACAAT 350 

GGTCACCGTC TCCTCAGGTG GAGGCGGTTC AGGCGGAGGT GGCAGCGGCG 4 00 

GTGGCGGATC GGACATCCAG ATGACCCAGT CTCCTTCCAC CCTGTCTGCA 4 50 

TCTATTGGAG ACAGAGTCAC CATCACCTGC CGGGCCAGTG AGGGTATTTA 500 

TCACTGGTTG GCCTGGTATC AGCAGAAGCC AGGGAAAGCC CCTAAACTCC 550 

TGATCTATAA GGCCTCTAGT TTAGCCAGTG GGGCCCCATC AAGGTTCAGC 60 0 

GGCAGTGGAT CTGGGAGAGA TTTCACTCTC ACCATCAGCA GCCTGCAGCC 650 

TGATGATTTT GCAACTTATT ACTGCCAACA ATATAGTAAT TATCCGCTCA 70 0 

CTTTCGGCGG AGGGACCAAG CTGGAGATCA AA 7 32 



